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In the specification, the paragraphs 38 and 40 have been amended to correct minor clerica 

errors. 

Claims 1, 6-9, 1 1, 15-17 and 21-34 remain in this application. Claim 34 has been 
amended. 

C la jm U .S .C §U2 

Claims 1, 6-9, 11, 15-1 7 and 21-34 were rejected linder 35 U.S.C §1 12, second 
paragraph, as being indefinite for failing to particularly point out and distinctly claim the subject 
matter which applicant regards as the invention. The term "extrusion aid" was stated to render 
the claim indefinite and it was also stated that the specification does not provide a standard for 
ascertaining the requisite degree. The Applicant respectfiilly disagrees with the Examiner. The 
terin ' 'extrusion aid" is well kiiown m the pliLixinacdlogical sciences «ind is described for example 
in the attached document (FMC Corporation, Product Brochure 2003). Here Avicel PH™ 
(microcrystalline cellulose) is clearly described as an extrusion aid. Furthermore, it has now 
been clarified in the description in paragraphs 38 and 40 that the microcrystalline cellulose is an 
extrusion aid and was inadvertently listed as a compression aid. One of skill in the art would 
readily understand what an extrusion aid is and what type of material would be a selected as an 
extrusion aid. Furthermore, the appUcation need not teach what is known in the art. 

Claim Rejections > 35 TLS.C. 8 103 

Claims 1, 6-9, 17, 21, 23, 26 and 30-33 are rejected under 35 U.S.C. § 103 as being 
unpatentable over Cheng on record. The Examiner asserts that Cheng teaches an extended time 
release formulation comprising 50-98% antihyperglycemic drug which is formulated as a tablet 
and encased in a semi-permealDle polymer fihn layer. The Examiner states that the membrane is 
soluble at pH 7,5 and is made of 50-99% cellulose esters or meihacrylic acid copolymer 
comprising PEG, plasticizers sind excipients. The Examiner contends that the Applicant does not 
show unexpected data for Cheng's coating having 49% polymer. 

The Applicant respectfully disagrees with the Examiner. Cheng teaches a core of active 
that is coated with a semi-p<?rT]ieabl e membrane. The semi-permeable membrane is stated to be 
permeable to the passage of an external fluid such as water and biological fluids and is 
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impermeable to the passage of the drag in the core (column 4, lines 10-16). As such, the semi- 
permeable membrane does not dissolve but rather remains intact at alkaline pH and during transit 
in the gastrointestinal tract. Again, the membrane is not pH reactive. This is because Cheng 
Qses different polymers to thac presently claimed. It is stated in column 4 that the materials 

usefid in forming the semi-peimeable membrane are ''cellulose esters, cellulose diesters, The 

most preferred semi-permeable membrane material cellulose acetate comprising an acetyl 
content of 39.3 to 40.3%", Tlie semi-permeable membrane may further comprise a flux- 
enhancing agent such as PEG and methacrylic acid copolymers. As indicated in the attached 
excerpt from Eastman ChemicaJ Company 1995, cellulose esters may be enteric or non-enteric. 
Non-enteric cellulose esters are semi-permeable and are represented for example by cellulose 
acetate which is the preferred polymer taught by Cheng. 

^f^T^'^1*0 ot ■fTA £^ ^^>A<^ a^ + l V P y^l ^ . i «-> inwi haa^ nnwMA&aunAn f 4- ^ m.1 _ 1_ a. C f\n f 

by weight polymer and PEG. The polymer is stated in paragraph 12 of the present apphcation 
that the composition of the im ention is not a controlled release phamiaceutical tablet comprising 
a semi-permeable coating membrane surrounding the core with passageways in the membrane. 
Furthermore, the description clearly teaches that the polymeric film is soluble in a pH of about 
above 5,0 which is recited in the present claims. This is not taught or suggested by Cheng. 
Cheng's semi-permeable coating is not pH dependent at all. The teaching of dissolution at pH 
7.5 in Cheng refers to the pH of the various fluids used in the dissolution studies. Again, the fluid- 
passes through the semi-permeable membrane to the core which then enable the dosage form to 
dispense all of the drug through the passageway and/or the porous membrane (column 4, lines 
30-34). Cheng's formulation works differently as discussed si4pra and this is becaxise Cheng 
teaches the use of non-enteric cellulose esters and other non-dissolving polymers. As a result^ 
Cheng's formulation provides a different release profile of the drug as is shown in the attached 
declaration by co-inventors Dr. Amina Odidi and Dr. Isa Odidi. Tlie declaration provides 
dissolution data between a model drug using the presently claimed formulation versus that taught 
by Cheng. As is seen in the graph, the release of the drug using the presently claimed 
formulation is initially much more rapid which peaks and then provides a consistent level of 
release over several hours. In contrast, the Cheng fomaulation exhibits an initial slow dissolution 
which does not peak for several hours. 
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To summarize, Cheng does not teach or suggest an encasement coat comprising one or 
more layers of a polymeric film encasing said phannaceutical active, where the encasement coat 
is soluble in a pH of above about 5*0 and comprising about 5 up to less than 50% by weight 
polymer and about 0.5%-30% by weight plasticizer of polyethylene glycol. As such, the claimed 
polymer is not semi-peimeable but rather a soluble polymer as is further specjjfiled in claim 9 or 
21 for example. Furthermore. Cheng is silent with respect to the teachings of using shellac or 
zein as recited in claim 1 1 . 

To conclude, Cheng does not teach or suggest the claimed formulation having the release 
profile as presented in the attached declaration. 

Applicant respectfiilly requests that a timely Notice of Allowance be issued in this case. 



Respectfully submitted, 



SIM & MCBUKNEY 




Reg. 1^45^394 
Tel.: (416) 595^1155 
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Avicel PH Introduction 

SS^^iS m fM.t^teitt«6l wcs^ due » Its *i»?efiof Ii6««»ilty. HiQh density »rfKJes (A</ie«l fH-SOl Anfl Avicei PH- 
SS??^^,^ fl^snd ^SSSw mJB* >su qrtabte larger tewn *te« doe rinew lh«y occupy iws >;olun« in ke>- ^«ec 
^'■i^onXto^SS ?ta^?^SiSiJte?m«l«tiQn «t»ll»^9«. v« h«vo «ne perfect orade of Avteel for yo-, Only- Avicol 

'^Sln'3',S!fbl?iS^^a%tol^^ For e» Of .hesa^^sor* Av.«,l PH te ine *«nd8td n> *Nch ell vther 

f?}^J''^?!^^S.?! -* - * 

Applications 

Direct Compresswn. Oty GrRRuOHon. Wei GrBnulaUpn. Extrwior^^ ^ 

Benefits 

Over ihB vsars Avtoel PH has ofirrtdfl n& ol»ce m counttess solia ooseoe fofmUedona. trianka to i-^ ofovan consistency and 

and carryiSfi capacity 'o TeW«n$. Avteei PH Is seif-lubricaitnB anc prorrolee ropw ^^tcQralfen. Try3?6 prpoertlM a's'^^^f 

Aviwi PH holpa control Th© ma^fc cirwistencv. reducaB scraen owctesje. and pnsnnules w"'*^/" 

-SrtiflheS poll. cap^tt Ibrmuietions. Avtce: PH improve flow, facHiiates olofl formaigii ami aids catwuie 

di^intagrstfon. 

Direct Compression: waKs hiQti bulk ceraiiy AwcbI ph-3D2 or teryc (wftrtteiH eize Avtce! PH-SOO your pwimrTBU che 

for dinsci oompriflion formuiaiions a reao tne tenants cf increa wtf p^owivrty. B<rih gr^da^ of^f 'l^'^J"*";^^^^ 

tha fiftpArtafd Avlce) orndae. Avitol PH<200 cneolea the maKirrum flow, tfelkanna mnmvrt weigru vaWOP and ^cetenl 

comorafi* rti ateffaiB, conawer a\*|(^ ph-i 03 Witti itb vcr> Hrw oarticlo ?bk; and raauHant lncr«»aHa b «uHaoo araa INs grao 
Offans supehOT conpia»fli&inty. Avlcai ph-i OB la oRan admixBa wjtfi standard Avrcel PH gradas lo ofdDf to aofneva daarrefl H 
prapartiaa. 

Moisture Sensitive Drugs: rwC offara tfiree ^pec^t;zod grades of Avical PH wfth a varying moisTiire wninn: ana 
parii^ls Site. Loof^ to A^/icai PH-i 12. Avlca»-PN-i03. and Avioci PH-iia td help extend ahaiWira arcj .mprws siobiflty of 
m0i£tur«)-aanslutf« (omnulatrom^. 

Wflt Granulation: Avicel ph-ioi \^ iogi&a> croioa for mKr^^nmer incorporation as *t enwres ra&tocafwi mons '.rou 
free pTDcessiOfl- Avlcoi Pri pwwtas rapid, ava»^ wotuna; spaed* dryir^g; raflaca* scrticn blcwKiapa; rflinbTnlrod case harttenir 
conirols dye frtorrtioa; eimJ wwolas atelntagratlon. Po3t granulation addition ol Avicei Wf« 3'» of t^e usual dlrea 
cDmpresslon adv^tnlaoas. Consider high dertsity A\'»cel PH-301 or PH-30Z as well as Aviccrf PH-1 ttt as additions to \n» rgnr* 
rtfn 10 innpTovefio^ arc cofrxpBctfbiiihr amos oonftpfesalon. 

EnC3P9Ulatfon: ixok to our t^igti dan3ity Aviooi f»h-30'J aftd PH*30S giodes to optwnizM your capsule flilino oparawons 
Enriisnoao loncaWtrty reswlm Irt improvAd prooucdvlly flid l^r capsule woigM vnftart^jn. HiyrarOertsiry tjradOG o«ajpy loss 
volumo i n yauf caD wio Tormurettoa laaiiino pracloua rowj* for fl^cjjv" i'^IC^.'*.^^: 



Detail^ Produftt Descriptions 

PRODUCT ePeC sheets AVAIIABUE.' Av^cel PH 101, 102, 103, 1«S 1^2^1J3,200. 3^^^^^^ 
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Auailabia by contacting FWIC BtoPdywer. 



<Jf FMC !te Steidianes, BBW-es or llc««cf*8r« 1f«terrarKs or r«BiSftm<l t«<tem8«5 of FMC Corporator 
«jbsldtori6s. afllllBfwf or BeaflBor* in «« U.S. and otnar courtifiw. 
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EASTMAN CHEMICAL COMpANV 
Worid Headquarters 

P.O. Box 431 
Kingsport,TN 375^.5280 
U.SA 

Telejphone: 
U.S.A. and Canada 
800-EASTMAN (800^327>S626) 

Other Locations 
0 ) 615-229-2000 

Fax: (1) 615-229^1064 



Sui^i2l!l'^^dI^^2Sl'l?J^ handling and staring Omm (MOducbaiEMaii. 

««8«»rEquw^Yott OmM obtain anij review thedvaltbit msterfdsafciy Informahm fa«fcre handfing any e* l»i»8 PKi*ietfc my 



OA-X Eattman an troOemrh ofBastmon Chemkd Qw^nwy- 
© Eattman Otenical Company, IW, 



EASTMAN 
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Figure 2 

Cellulose Derivatives'* 
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Tabie 1 

Chemical Properties of Cellulose Acetate 

Combined 

Viscosity/ Acetyl, Acetic Hydrcwyl, Melting 

Type d> 96 Acld,% % Rang^^C °C 

CAr398-3 11,4 39.8 SS.5 3.5 230-250 180 1.31 

CAr398-10 38.0 39.8 55.5 3.5 230-250 785 1.31 

CA-394-tiOS 228.0 39.5 55.0 4.0 240-260 186 1.32 
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